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A TNF-q inhibitor suppresses the cerebral aneurysm formation in rats
ZENrFROCER (TNF-o HIFI DT v BT 2HBAREANEZRIC OV TORN)
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Background and Purpose

One of the main courses of subarachnoid hemorrhage is the rupturs of cerebral aneusysms. Although cerebral aneurysmal subs i
hemorrhage is a fatal disease for human livings, the main courses of the aneurismal formation remains unclear. We conducted the next
generation sequenceses of aneurismal wall of human to reveal the mechanism of aneurysmal formation, WenboeonubaﬂedtheL '
cledibility of the result by using aneurkmal models of rats.

Methods .
|Five weeks male rats were prepared to induce cerebral aneurysms and divided inwthumups.mmsofdiﬂhunmwnmimofJ
'TNF-u inhibitor and vehicle one. TNF-u inhibitor administrated groups received subcutaneous injection of 25ug or 2.5ug of Etanercept every)|
week respectively. INP-ainhibltoradniinlmm!mmmwdato.mmﬂ:lwmmmnh&wdmhmmaMWW
+ﬂ’eotsonpre-existingcerebml aneurysms. Arterial rings of Willis were taken and evaluated three months after aneurysm induction,

Results .

Rats with a TNF-a inhibitor administration induced significant increases in media thickness and reductions in aneurysmal size,
Immunohistochemical staining showed that treatment with a TNF-a inhibitor suppressed matrix metalloproteinase (MMP) -9 and inducible
nitric oxide synthase (INOS) expression tlwpgb the luminal surface of endothelial cell layer, the media and the adventitia in the site of

aneurysmal formation, anterior cerebral artery-olfactory artery bifurcation,

Discussion
Quantitative polymerase chain reaction also showed suppression of MMP-9 znd iNOS by a TNF-a inhibitor administration. Therapentic
administration of a TNF-t inhibitor significantly reduced the aneurysmal formation in rats.

|Conelusions
Our data suggested that TNF-a suppression reduced some inflammatory related mediators which were in the downstream of nuclear
. |factor-kappa B (NF-kB) pathway.
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